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(57) Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject 
preventing or therapeutic agent useful for diseases 
associated with a sensitized T cell by including an 
interleukin-6(IL-6) antagonist as an active agent therein. 

SOLUTION: This preventing and therapeutic agent or a 
sensitized T cell suppressant is obtained by including 
an IL-6 antagonist as an active ingredient and is useful 
for diseases associated with a sensitized T cell (e.g. 



multiple sclerosis, uveitis, chronic thyroiditis, 
delayed anaphylaxis, contact dermatitis or atopic 
dermatitis). The IL-6 antagonist is a substance capable 
of blocking the information transmission with the IL-6 
and inhibiting biological activities of the IL-6. For 
example, an anti-IL-6 antibody (e.g. a monoclonal 
antibody or a polyclonal antibody), an anti-IL-6 
receptor antibody (e.g. an MR16-1 antibody or a PM-1 
antibody), an anti-gp130 antibody, a modified antibody 
(e.g. an recombinant tape antibody, a chimeric antibody 
or a humanized antibody) and a partial peptide of the 
IL-6 or an IL-6 receptor are cited as the IL-6 antagonist. 
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[ft*ai] ^>^-n-T^>-6 (IL-6) T>9-=f=- 
[B*« 3 ] IL-6T > ^ h ^IL-6S^#t-*ti- 

[IS*JI5] I L-67 X h^-7->XIL-6$##: 

[S*#JS 6 ] I L-67 > ? =f- X h ^PM-1 in.i£X'$>2> Z 
7 ] IL-6T > ? 3"-X h 75«MR16-1*S;#:T-ab & 

9 ] IL-6T > ? rf-^X h ^IL-6^:S#:K*J"r 
**>9fit**fcliKh Mi tiJlfcX$> & z t £ # gS: h f 

[W*JSlO] IL-67>?:^X r-^t: r-SffcPM-lfit 

^iToIR^ IfteWBfei^ a£ttjB&£« 
[K*«12] IL-6T > ^ n'^x h %^$fo$L5rb LX 

[«9J«>mil&K9n 
[0 0 0 1 ] 

[ISWOJR-f 4tt«f*»l ^HWi-f >?-n^f*>-6 
(IL-6) h fc LT**i-*!6f* 

[0 0 0 2] 

[^*<oan5] il-6(4b aaaa$u^:H^2 (bsf2) $.i»v> 

hh a IL-6(±, B 'J >/m&M!fc<7>%[&itt l zM5--t2>fr 
-fbH^-t LTl§M.$tt (Hirano, T. et al., Nature (1 
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986) 324, 73-76 ) , -t<T)^ W^BSO*itfeUfJS 
*~Bt.l*-t hi: 4>X-$>Z>Z tii*W b friz% ^> 
tz (Akira, S. et al., Adv. in Immunology (1993) 5 
4, 1-78) o IL-6(±. T >) >'m&MJ&V>tiZ*&1t*Wm 
■? Z,ZtfrtR&ZtlX^2> (Lot2 et al., J. Exp. Immu 
no 1. 18: 1253-1258, 1988) „ 

[0003] iL-6i±, mm±x~m<^>m&Kiii\-Lxt 

^-*^80kD(7) U if> K@^-ttSfiKOIL-6$^-C* 

w il-6$s#(±, mmminmLxmmm±iz^m.-r 
z>m&&w<7>mz, 3Liz*<7>Mm*r\.mt&frb%2>-sifete. 

tt #14 <0 v y -f )V fag J c « 4 J9-^-i#Sj 1 30kD CO BIS 6 
Kgp130 XtbZ> 0 IL-6t IL-6§$#:(i IL-6/ IL-6-g^ft: 
1t#ft:«r»*L, -^v^-egp130 ttt^tiitCiD, 
IL-eo^W^WfStt^iWJl&rtueai^*!* (Taga, T. e 
t al., J. Exp. Med. (1987) 166, 967 ) » 
[0 0 0 4] IL-67>?n-XMi, \L^<r)$iM¥#}t& 

®.<7>mm*m.mirz>w%x$>*), zmxiz, iL-eu*t 

IL-6S$#*t#) x gp130 izn-f hfcfe (^gp130 R 

m frtnbtix^Zx, ttz, t<r>mz, mm¥f¥?&m& 

^#-§-W0 95-00852 , B^t^m»&M#^1»0 95-1130 

3 . mmmwf&m&ffl&tm 96-34104 . BR^f^cucc 

<&H8#-f-W0 96-18648 , H^#fFffi®5rg3#-^W0 96-17 
869 , ^#^¥7-324097, !^mW-B-3:W98lZ^m^iltz\L 

[0005] in\L-6^:m-mxmzm LT(±, < OtJ^ 

fg-&^*4 (Novick, D. et al., Hybridoma (1991) 1 
30 0, 137-146 , Huang, Y. W. et al., Hybridoma (1993) 

12,621-630 , mi%i&ftmm-£f%&-%m 95-09873 , y 

y >X#K=m^&^#-f-FR 2694767, *B^^=#-^US 5 
21628 ) o -g-O— oT'*4-7>!7Xtjt#PM-1 (Hi rata, et 
al., J. Immunology (1989) 143, 2900-2906 ) OffiM 

ttftssa* (cdr ) z \l h «M*^»tt-r & c t t o t# 

<&ra##W0 92-19759 ) 0 

[0 0 0 6] --ft, *<Oieftftftl'P7l'«'4 f -* 
*.U*v»r, fl#seotrtl!R4rffi;|lfei-4TiWH& (iSftTiW 

40 ua) * ? ffi£L, coigftT fflmfrmwu-ms-Lx^zz 

(Zhang, J. etal., J.Exp.Med (1994) 
179, 973-984 ) , ^ t'n Wk&Xli StfCW, (Nussenblat 
t, R.B. et al.. Am. J.Ophthalmol ( 1980) 89, 173-17 
9 ) , tf14¥^Bftifer"i±-9-^n^n7*'J T h Vf-tt 
fe*^-eJ±A%> iif (Kubota, Y. et a I., J. Derm 
atol (1993) 20, 85-87, Kondo, N. et al., J.AI lergy 
Clin. Immunol (1993) 91, 658-668) , M&Mi^lk&X 

so mz i?ztm t-tz mftTmm<r>ft&frtn htix^& 0 
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[0 0 0 7] £<btr, ZixbffiVimiWlVdl-ft&Lt: 
»K StlW*JIW*ftT«i**#ft««an:»Ai-4ii: 

tu B!lf^ffl7!i ? BgStic-Cv^ 0 ^tt:fT"U, _hie<7)<t 
•) &IL-67 > * 3-^* h **flS^Taiie*plW«i*4r^ L, 

[0 0 0 8] 

o t-t&mm] irfEO^A 

[0 0 0 9] 

-tttt>*>. *S&?HM\ IL 

.67 > h ^tJtts-t LtMt^gfFT mm 

IL-6SfF#U*ti-4tt:***»«»i: L--C-£#-*-*i6ffc 

4 fc, iL-6S§#u*ti- ^ y * n - -f^tfiffcfctfabJft 

W5-*S*. <7>¥l?* 4 (i i:Ht4. li 4 , 

[0 0 10] *%Wl*i 7t, PM-lStfrSr^^t LT 
i» *»9JI±*fc, MR16-1#t#:4:#$*j£3-t Ltttt 
k HStfl£je#«[* (c »«) £*1-£il-6 

jtsfrtcwi-iaiflt*****^ l sain- « 

fclife«#JUBi-4o fc, -LfEIL-67>*:7 

9Ui4fc, IL-67>^=Tr.^. h ZGZhf&frt'f&mi'eT 

mmvmmzn-t&o wwjiis&fc, il-6£##k** 

[0 0 1 1 ] 
1. IL-6 Ty^rzf-T, Y 



(3) #RMP 10-324639 

4 

*&W'C~ti£.m2ix2>\L-6T> 9 =f-X Hi, igfrr $fflj& 
OfBtt^K^^v^ iL-67>^n'-X Hi, IL-6lci-5> 

*«eai*is»fL, iL-6o^^wei4*ifl#i-4!»« 

T*ab4o IL-67>5'3*-X LTti, t/t I L-6*/l#:, iJt 
IL-6S#-f£$£#:, Utgpl30 IL-6&^#:, 
IL-6 4 fc<i I L-6^rSf*OSP*^ -ff- Yifimi hixho 
[0 0 12] 1-1. #tlL-6j5t{$: 

t#T-#5o *«WCttffl$ix-5tt:iL-6tt:#i:LT, # 
-7t-£3L$:h.& *>o, JsJ^ae^X^W^SjUJ: <9#C 

£ivz>i><r>tf$>& 0 z (DifLmt i l-6 t m^-t ZZtlZX 

*), IL-6<OIL-6^ff-\<0*S-g-?ria*LTIL-60^.^ 

20 i WtUli, MH166 (Matsuda et al., Eur. J. 
Immunol. (1988) 18, 951 -956) ^SK2 tn& (Sato, K. 
et al., *21 m B*^«^#«i:^, *fl5Ea(1991) 
21, 166) ^tfmif hflZo 
[0 0 13] 1-1-1. IL-6 OfflSB 

[0 0 14] **fl<i(:ii, ffiiL-ctfctt&ffcS-rsKttJfc 

Tttffl?WKHL-6li, Eur. J. Biochem (1987) 16 
8, 543 , J. Immunol. ( 1988) 140, 1534 , &&v><±A 
rgic. Biol. (1990) 54, 2685 lZffl7jH*tlfz.\ L-6iS{£-?- 
/7$y$K?iJ£ffli/>4Cfci;io-Cf#'b;h.&o IL-6<?5 

40 *±fflftt>*ibB«|OIL-65EJKt&tt0^fffi-C«*L, 
wO*«liL-6aeR*«f^LJRt L-rfflv»ixif j:v» 0 4 

[0 0 15] 1-2. tn!IL-6$$#:ln:#: 
*^-C-«ffl$tv4^IL-65:##})L#:!±, <&ftl<7)^g^ 
fflv^r^'J ^n-f-;i^f fcli^y ?v-i->i'f}Lfo£ LT 
»*it#tJ4, *H^T-^ffl$^4^;iL-6^:§«:tJi: 

4 Lv\ WfLi&^B3*<0*y ?o--}-)VU#.t LTii, 
50 K-Ti:14SM to, * J: trae^-x^w 
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t^tiCtCii), IL-«OIL-6SS^oe^-S:H. 
#UTIL-60^!ft^fl«;ettOiWtert^Oi£jt*i«»fi-4 

[0 0 16] 1(0 <fc o fci/iflst LTi±, MR16-1#l#: (Sa 
ito, et al., J. Immunol. (1993)147, 168-173) , PM- 
Mn.it (Hi rata, et al., J. Immunology (1989) 143, 2 
900-2906 ) . AUK12-2 0 tn.it-. AUK64-7 #tlfc£> -£> VM±A 
UK146-15 fit# (Bf^^aJP&BS##W0 92-19759 ) 

tLrPM-lt/Lfr^tfbttio PM-1 W 

K-v«tt*li, PM-1 tLt, X**S#R^^I^ 
I*tt«W^Bf (£«Jfto < {fflniCl TB1 *3 ■») 

¥)&2 $-7 H10BC FERM BP-2998t LTT'^X 
h**»U*^*ailHBFl£3*lfco MR16-1«t#K£ 
K--7^fflB&1*l±Rat-mouse hybridoma MR16-1 1 
LT, ¥&9 *3^13H(Cl*^#fK^X^I*t$W 
WfSift-FERM BP-5875t LTSFitStLfco 
[0 0 17] 1-2-1. IL-6 

m-^^mmM^-^za-ox^^mmmtm^-^^t, a 

[0 0 18] JWMSKtt, tfclL-6£#fHft#*fti«1-& 

Bit L-Cffifla^tL^. t h IL-6^##:fi, &*H#H s Hi*& 
|3§#-§-EP 325474 T 9 X IL-6$##t± B IFffiSI 
03^3-1 55795 t= $ fitz I L-6§#1£jt 

/T? ymee^j^fflv^c ticioTWbtt.-i.o il-6-s 

t)St^Lti/^t<0 (nI^14lL-6SS«:) (Yasukawa, 
et a I., J. Biochem. (1990) 108, 673-676 ) t«Il 

[0 0 19] iL^£#oit^Ky!l*&fcio$&iR'** 
^-*t=#ALTaS««±ilBft*«KC»S-*3t^ 
f<0«±«ti?tli, ig«±fi»*^<bilftOIL-6§# 
#»fiR*2Hai4>2fft'TMM!U CO*«IL-6SSfrS 
e««-«imifc LTfflv^lfiv-o itz, IL-6$## 
£#§31 L T Ml®.*? I L-6^§ft:S E3 K t «LO« 6 K t 
<0»-^SeK*^^t Ltfflv^t iv^ 0 kHL-6 
£##£3- K-t-£cDNA*'£-tf7'7*S KplBIBSF2R £ 
^•*t-^.*flim (E. col i ) (i, ¥)&7C^ (1989^) 1 M 
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9 B#-CI*ft«l*±frI#I*ttffiWSeBfK> HB101- 
plBIBSF2R t Lt, FERM BP-2232i: Lt7*^ 

[0 0 2 0] 1-3. #tgp130 t/t# 
^#£^-?i«ffl£ti&f;tgp130 tntffcli, &-fcK753M3:£ffiv> 

zttfxz&o *&wx-mmzti2>tiuapi3o mtt l 

;o K— rtcK£$*i..& to, is J: ^itfSTX^W^-ft 
{C J: i) Stffcte?- <r-S-tr»a^ * * - "CBKIE* L Is 
±i:ii$n4^*%4o >lc7)|/L#l±gpl30 t^^-i" 
iCtCi I), I L-6/ 1 L-eSSfrlS^-ffcOgpl 30 -\CD|§ 

^■4rH# lt il-6 co^^mm^mm rt^ weasrie 

»rf &#Lfrr*&o i*/t#t Ltii, AM641A^ 

(#^¥3-219894) , 4B11it#:j3iO f 2H4j5t«: (US55715 
13 ) B-S12 }5L#:^ 1 ^B-PS^tft: (#|HW8-291199) ft 

[0 0 2 1 ] 1-3-1. gp130<7>f|?g 
fe*>, gp130 Zmfttn.mt LtftffltT, iilS:Mn 

[0 0 2 2] *y*n-*/Hfcfl:*fl** 

fltUt LTttffl£;ft&gp130 J±, 0cttl^m^^## 
30 EP 41 1 946 (C 53^ $ fl fz I gfrjftgf/ T 5 7 MSE 

?ij£fflv>^,v: t KioTfffjit&o gpi30 <7>ae^-K?iJ 

t>iwogpi30 «eK*&»<o*jfe-e«l«L, 
IL-6S2SfltaaK*«H*tt:JKi: LTfflv»*i.{f i^o i 
fc> gp130 £f&3iL-Cv>£3fflJ!S^gp130 SSKtmoS 

[0 0 2 3] 1-4. EMt'W'/'J K-vcof^SS 
«ftt)lWeft**ii.*iHLtt*i: LT(±, mzm&zti 

KX*)fttotl& 0 *#Wt-(*. aSfmHSrPBS (Phosph 
ate-Buffered Saline ) ^aS&t&TMIS'eSSfil-^ 

xJf> 7nr/F^7ya/OhtIIi^L, SLffc 
50 m*Uft!»H4-21B45tc«:ll«:^-f40A*»*Lv» 0 
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[0 0 2 4] C<0iTC:feffiU JfiLffc^lCBrSOtftffcU 

^ a, ^±#1- & <r> i mm l & p«fL»^ #■ b %.&m 

ft, fflx.li\ P3X63Ag8.653 (J. Immnol. (1979) 123: 1 
548-1550) ^ P3X63Ag8U. 1 (Current Topics in Microb 
iology and Immunology (1978) 81: 1-7) , NS- 1 (Ko 
hler. G. andMilstein, C. Eur. J. Immunol. (1976) 
6: 511-519) , MPC-11 (Mar gulies. D. H. et al., Ce 
II (1976) 8:405-415) , SP2/0 (Shulman, M. et al., 
Nature (1978) 276: 269-270) , F0 (de St. Groth, 
S. F. et al., J. Immunol. Methods (1980) 35: 1-2 
1), S194 (Trowbridge, I. S. J. Exp. Med. (1978) 14 
8: 313-323) . R210 (Galfre, G.et al., Nature (197 
9) 277: 131-133 ) f#IS«ffl$jlSo 

[0025] mufk&mmt < —?mm<nmmmis- 

(Kohler. G. and Milstein, C. „ Methods Enzymo 
I. (1981) 73: 3-46) ^tcjg tXfi n Z t tfTZ h » X 

Mt LXli.m*-i£. tfnx-^-V>y*)^-)V (PEG) . 

t^r-ffu^ (hvj ) mmmzii, m-mmnt 
mm i mmmm-tz itt-ei*. 

[0 0 2 6] MI)6i 5xn-7«t«f 
t±, 5^n— viWiairjktL-C*ft«lia*1 -10 

RPMI1640Jj«*, MEM Jg*»U -^Offe, i<7)ttO»^ 
fc, W3BJfli» (FCS ) ^ojfliv»Mffi*#ffli-^>ii: <> 

1-tjniSL.fcPEG ?#$u Wilf, ^^41000-6000*1 
SCOPEG 30 - 60% (w/v ) OSKTi^iP 

[0 0 2 7] Sil'Wry K— 7l±, a**>»R*g* 
AS, «x.lt HAT 75y/f 
U > £ J: 5 v > t^trJgSifc) flStt*: t »= «fc 



(5) ftfflW- 10-324639 

•fVJ •) J: LKijl.— ^n-^>^ 

[0 0 2 8] ttz, t h^<0»!ft(CttJSC*56ftUr± 
le^-fr 1 ) K--7Srf#*ffelC, fc Mj>/<J$£in vitro 

B<; h 5 JLU—?fflm, M x. I*U266 1 $ 

70 aWS^fc h 4: *>-c*§£ (#^1-59878 

& *-t * h 9 > * v * j=. v ? mm izum t i±^nf&a 

LTUv> (n^#ft=aiK&ra#-^W0 93/12227 , W0 9 
2/03918 , W0 94/02602 > W0 94/25585 . W0 96/34096 
, W0 96/33735 #?g) „ 

[0 0 2 9] CWiTiatftS^ilSt/^o-t^ 
ViitZmtt-tZ'^ TV K— ii#0^*?S^T*^ 

S:a#0^ftfZLfc*«v»lS*L, LTII 

[0030] {ajx.if> tAiL-e^s^^^^-fr 1 ; k 

-vof^Uli, #^¥3-139293fcra^$tL^7jSiC J: h 
JO fi= 9 - t § £ o I*&*&&fcI¥I*J£*W2fi», 
(^*o<Jf7trmi Til #3 #) ¥*2 ^7 ^ 
10B C FERM BP-2998t LT/?^ F^Cio'il 
^K^tLTtPtt-lgt^^N-f yj K--r£BALB/c^^ 

m^^PM-ltt^^fllSS-t-STjft^, *'^7>) K--^ 
£a^^^*, «x.l±\ 10%^ vfl&iEJfllJS, 5%BM-Cond 
imed HI (Boehringer Mannheim SS) ^^RPM 1 1 640^ 

/»f-/'J K-TSFM (GIBCO-BRL 55) , PFHM-I 

I tgm (GIBCO-BRL m <ft?**L, *«>Jft«J:flr4>e> 

40 PM-iSLfr^fflKi-^^-ftT-fi 1 ^ itm*. 

[0 0 3 1 ] 1-5. amx.Mfit# 

(0IJx.(f\ Car I, A. K. Borrebaeck, James, W. Larric 
k, TERAPEUTIC MONOCLONAL ANTIBODIES, Published in 
the United Kingdom by MACMILLAN PUBLISHERS LTD, 19 

90#HB) o 

50 [0 0 3 2] I»it4fil#*i±t4^ 
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-fry K-v^fb, ctfronr^ (v) mf&z^-v-t&m 

tf7~i/>mM<L-fe (Chirgwin, J. M. Biochemist 
ry (1979) 18, 5294-5299 ) , AGPCft (Chmczynski, P. 

(1987) 162, 156-159 ) ^(li^^rRNA SrHSU 
mRNA Purification Kit (Pharmacia St) ^^rjiffiLT 
mRNA£P$£i-& 0 £tz^ QuickP rep mRNA Purification 
Kit (Pharmacia K) ^ 4: J: iJrtRNASriKttP 

[0 0 3 3 ] »^*LfcmR^«bi»(E^**S:fflv^rtn:#: 
V attc^cDNASr^dci-^o cDNAO^ii, AMV Reverse 

Transcriptase First-strand cDNA Synthesis Kitlf 3: 
fflv^f^M^Ho i*:, cDNAO^io J:CKJ#ipl 
£fH K(45 f -4mpli FINDERRACE Kit (Clontech^) £ 
XZfPCR ZRl^ fz5' -RACE ft (Frohman, M. A. Pr 
oc. Natl. Acad. Sci. USA (1988) 85, 8998-9002 ; Be 
lyavsky, A. <b> Nucleic Acids Res. (1989) 17, 2919 
-2932 ) tftStiitWiio nhixtzPCK mVdfr 

£psti-£o §ft£-f &dna (om^mn^^^m, 

[0 0 3 4] B«ti-&gt#OV Ki"*DNA 

^#^tm(f, c*t*Bfaota:#5g**« (c w*) * 

n-K-T&DNA iigifeU ZHi^m.^9 9 

ffii$<7)DNA £#tr#£R^ 9 ^&&AsX*i> * 

[0 0 3 5] 1-6. S3g0t# 

t&Jxif. (Chimeric) H Hft (Humanize 

<D£ 7 IZ Lr&tzi&mt mMi^- K-f&DNA £ fc: hinl 
#C ««S:3- K-T4DNA 4:«*SU * 

*l4 (ftffitfttmil&HlflMHP 125023 , I^UI 
&BB#-51K> 96/02576 #HB) 0 £<aBEfclo:&tt*/8v> 

[0 0 3 6]Mx.(i\ **7Pto-mfa<VL m&zzfH m 
<n\t Ki-^DNA Sr^trT^;^ K(i. #*pP 

M-k3i5<t^pPM-h1 t^Sft, I^)7 7XU^tt^ 
^SiHlfi. National Collections of Industrial and M 
arine Bacteria Limitedtl> 1991^2 J! 11 BC, #^NC 
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1MB 40366 , NCIMB40362^ IT7'^7 h^^^o^ 

■BWKSitrv** (gir^#ffpms&ss-^wo 92-1975 

9 mm) o t: hmittHm*. (reshaped) Hbffi 

(CDR; complementarity determini 
ngregion ) £ t h fit# ttte*5e«#^» L 

£ (Bcffl^mH&MS-^EP 125023 , IK^ffilfi 
Hfj#-5§-W0 96/02576 #flH) 0 
70 [0 0 3 7] Afl^mi, ^*ftfa<0CDR h fc: h#L# 
071/-A7-^flt (FR; framework region) SriSfS 
<fc -9 UKftL^DNA g£?ij£, ^ y 

K^^PCR ftUi: t)^i-^ 0 #<b*ifcDNA 
J/CfrC «i*«rn- K-T^DNA fcJftfSU *fcv*t?#&a^* 

t:i*)#^tL^ (0c#H4#M=mn&H#-?-EP 239400 , S 
R#ttfflH&H**W0 92-19759 #HB) 0 CDR Sr^LT 

OT< /^SrB^LT 4 J:v^ (Sato, K.et ak, Cancer 
Res. (1993) 53, 851-856) 0 

[0 0 3 8] *^9ttff, thHffcttffUtt, ^bJjtff 

c mt&tfitmzti&o * hiftm mat lt«, c 7 ^ 

&%<n7V — UV — / 7^WL (framework region; FR) io 

M^ffl^m 92-19759 mm) o 
[0039] 1-7. x xrstSL 

(human cytomegalovirus immediate early pr 
omoter /enhancer ) 4 C: ^ >6 ? *C § 4 C 

[0040] ttz, *<Dmz^§£Wxmmzti&i;Lfc§& 
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v ^ r 4 ;i/X40 (sv 40 ) *$<r>*?<i ^x*/n^e-^ 

— /.x>/\>^ — j$>fc hain v 3/77^-1 

a (HEF1 « ) *£(DmiWMU&^7 a V*:-9-/JL 

>^>*f--im^til$ Wit If, SV 40 ^n*-^ 
~/3->^>*t-Ziimir2>m£r, Mul f iganbCO^S 

(Nature (1979) 277, 108) , HEF1 <* "7°u^e — ^ 

VxVA^t-^ttfflt^ Mizushima h<Djjfe 

(Nucleic Acids Res. (1990) 18, 5322) tcfi£xl*2?ft 

[0 0 4 1 ] *JMro»£\ 1rtffl£tt£*ffl&~7 0 o^- 

Mx.tiYn^-^-^Lt(i, laczyn^-^-, araB 

Srttffli"**^ Ward^O^-ft (Nature (1098) 341,54 
4-546 ; FASEB J. (1992) 6, 2422-2427) , araB^n^E 
-P-mm-t&m'k, Better ^co^S (Science (198 
8) 240, 1041-1043 ) tct&xtf <fc V> 0 ffi£fti&<Dtzlb<D 

-£&«r£\ pelBv^^;l-BB^J (Lei, S. P. et al J. Ba 
cteriol. (1987) 169, 4379) *«JH1-*ltf J: </*o ^'J 

g«JC'j7t-^K (refold) Ltffflt^ («*.lf, 
W096/30394£#flB) 0 

[0 0 4 2] Wtt&Mt LTtt. SV 40 , #U 

TtV^;i^ ^ w*fcf ^ (bp 

-tf (APH ) f^y>^t-^ (TK) atf^j% 

--If (Ecogpt) ytKniSixSf (dhfr) 

&o tSft»ao^:i6C0^^i±, in vi t ro& J: LKin viv 
o O££^j&**& 0 in vitroOM^t LTJi, JPKffl 

(D mummm, w^if, cho . cos , ^ ^n- 

v % BHK (baby hamster kidney ) . HeLa. Vero. (2) 

*V>li(3) KAffifl^ sf9 . sf2K Tn5 j&*$3J<b 

ttrv^ 0 *%^Sa^Lr(i. Nicotiana tabacum ft 

v\, KM«£:LTfi. MxJf. *y*ns-fc* 

(Saccharomyces ) ^ 0iJx.tf ^ y * n ^ -fc^ • -tr U-tf 
(Saccharomyces cerevisiae) . &4J£lu IJOx-lf T 
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Xs<)\,*c*7 TsWi* (Aspergillus ) I, HxIfT^^^*' 
r>x • — (Aspergillus niger ) & £r'rt ? £rj ?> *ITV> 

o 

10 0 4 4] Ht«iW))&*«ffl-*-4*^ ffl«ffift«ffl(/> 
^HMSasai: LTIi, ±J!§li (E. col i 

fcffljfc t in v i t roT*&*1- fltftW t, ix 

70 Lt, DMEM, MEM , RPMI1640, IMDM^ffiffll"^ C i: tfT 
(FCS ) ^(OjfllvtMjg^ffffl-r^^i: 

^t:ti:J:0, in vivo i:TSt#!:I4Lr(»J: 
[0 0 4 5] — in vivo LTl±, ifr%£ 

^v^rfB^-i.-t^T-^S (Vicki Glaser, SPEC 
20 TRUM Biotechnology Appl icat ions, 1993 ) 0 itz^ % 
SkUli, *-f 3ifflv>Sic#TSS, 

[0 0 4 6] Cil<bO»!»4fc(i«[»tC*a:#:jtiST-«r* 

So minx, mk&itt*^*? pi>m ><7>xn muf 

L, ClOE^IlO'V^^Ai-'So ESr^L^-T^ 

* > <b $ *t-s m<r>$m i strait* * *t*p $ * 

fflLTiiv>„ (Ebert, K.M. ©t al., Bio/Technology 
(1994) 12, 699-702 ) „ 

[0 0 4 7] tfz, HA 3*fflV»«»^- % I^<75j/L#:jt 

Z<r>ii4 =rcD<f£$.fc t)ffim<7)fiLfc&ft2> (Susumu, M. e 
t al.. Nature (1985) 315, 592-594 ) 0 Z /<■ 

H!lx.l£pM0N 530l-}f AL> ^ - SrAgrobact 

erium tumefaciens Oio^A'^rVT l-^Ai'So £ 
0V<$"r V TSr^/^n, 0iJx.(fNicotiana tabacum 

^^^nco^J: <om^<Vtfli$.Zmz> (Julian, 
K.-C. Ma et al., Eur. J. Immunol. (1994) 24, 131-1 
38) o 

[0 0 4 8] ±i£<75i i din vitroi fzliin vivo Oi 
^*tirgtft:S:e^i-4»#, (H II) ifcJi 

fill (L it) «ra-.Ki-4DNA 480^ ^ -U 

50 iV^L, ifeiv^ 
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(±H Qk&iTfL iSSrn- Kf^DNA coSISt^* * 

frffiJISRIS-tWO 94-11523 #BB) 0 
[0 0 4 9] 1-8. ftfr&fiittl 

W tr-ffiffl * ii * j*#<4 > iz CHI fcftfli S a|# 

If. t/LtiWSrfi-i: LTtf. Fab , F(ab')2 . FvirtiliH 

^>Fv (scFv) ^if^tt^o trMfc£» 

(ffilxlf. Co, M.S. et al., J. 
Immunol. (1994) 152, 2968-2976. Better, M. & Horwi 
tz, A. H. Methods in Enzymology (1989) 178, 476-49 
6, Academic Press, Inc. . Plueckthun, A. & Skerra, 
A. Methods in Enzymology (1989) 178, 476-496, Acade 
mic Press, Inc. ^ Lamoyi, E. , Methods in Enzymolog 
y (1989) 121, 652-663 . Rousseaux, J. et al., Met 
hods in Enzymology (1989) 121, 663-669, Bird, R. 
E. et al., TIBTECH (1991) 9, 132-137 #BB) 0 
[0 0 5 0] scFvli. StftWH fl[V m&tL ilV 
18fS:ti:J:i)f|ibJi5o COscFvtcioV^r. H 11 

v*«tL«v ««i±y>*-, »4l<i±. ^-7°^k 

'J >#-£^LT*fe$*l& (Huston, J. S. et al.. 
Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-588 

3) o scFvKiStt&H IIV »tt»3j:tfL fRV *«li. ± 

f v> 0 v ««S:atti-*^^ KU >fi-t Ltli, « 
x If T S y BE1 2 - 1 9»**» <b 4 & tt*c<0— 7° -f- K 

[0 0 5 1 ] scFv£n- K1"£DNA If, mrf£}ft{£OH §K 
Sfcli. H IIV a*Srn- K1"&DNA , teXVLSkttz 
If. L §1V &DNA £i#S<b U -^tt^O 

Sr. ^coM^^M^^7°^^^-^^fflv^TPCR ffiti 
f *9*KPSU *v*t\ $^C^7°f KU >^-ST^^=7 
- K1-4DNA ^i^OlS^H «L L tt£Xtt£ 

^fws^ttif^ t a as^**-. 

[0 0 5 2] CftfeffittOHrfrli, WrJBi: pq«|U Itf 
iji^i^>^ij rr-n, (PEG ) ^0£tt$H=-t*S^L£: 
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f 3 *fiL#«?»WS:»4Uli, »&*ifcttttUffc¥«*: 

[0053] }-9jm<nftm • 

1-9-1. ffiflWfrli • *ft« 

mifiof -5 una • msLztitztAm*. m2.mnmm> 

•?h^77>f-(:iv^*7AtLTl±, OTx.lf, *7°n 

>A TJ^A. 7°nfr/G i3*7&i)^f btl&o 7° 
n-r-f >A *7^i:fflv^afttU, 0!lx.lf, Hyper 
D , P0R0S . Sepharose F. F. ^fi^tf hftho 
[0 0 5 4] -eo^tfe. ii#co^>/N°^K-CffifflSixTv^ 
*«*ft*ffiffli-iilf J: <> M<bBt76£ti&*> 
<0-Cli&v> 0 M^lf\ ±1BT ^ * — -f >r n-r h ^9 
7>f-ilW^n7K77^-, IS^i* 

a, *«f, »*>&fr**uf. 

if^tL^o c:*nbo^n-r b^7-7>r -ifHPLCUSfflpT 

[0055] i-9-2. m&<r>mm,mfc 

liELlSA fCJ:^T^^ ? "e^o 1"&;b*>, RStc:« 
OMjetc J: *»*U«, £PBS(-)-ea^tc#WLfcf£. 
280 nmCOq^TtK^iffl^L, 1 mg/ml ^1.35 0D 
50 tHi^^o ifc, el ISA \z£&m<kl*&T<n£n[zmfc'i' 
4Ct#-e*So 0.iy X^RiRfffft (pH9. 

6) "CI ^g/ml UftSRLfc-V^fJSLt MgG (TAG0SS0 
100 M \^S6^y"U- V (Nuncgf) U»Px.. 4 TCT— % 

[0 0 5 6] yny*>^ 

n^t It^h IgG (CAPPEL^) 100 ^ I SrJSiDL. 
i:tlB$P^>^a^-y3>« 0 5000f§# 
*JL7tr^*'J ■7^X^r^--tfHI8£Stt: MgG (BIO 
40 SOURCES) 100 ju \ £*P;L, l&:tl^P^>^ra^ 

Of^. MICR0PUTE READER Model 3550 (Bio-Rad S) * 
fflv^T405nm "eoftjfeJSSrffl^L. B WOjJtfrOit** 

[0 0 5 7] 1-10. tft#:ia^OIL-6T> ^ h 
*f&M-e«ffl?^*IL-68fc3EWi. IL-6$^fftO^ 
S14**L. J.oiL-60^»^WflmS:eaiLiv^i»K 
T**^o EPt>> IL-6ataEfrlilL-6SSfrU*fLlL-6 4:* 

50 IL-6CC y^^^eaSrai>f-J"*o IL-6&^fc 



-8- 



75 

(4, il-6<7)7 5 /~mm<nr 5 /H5Sft£tt#i-f £.1 1 

Ci Of^^iAtt^Sl^nSo IL-65fc^ft:<7>fc t t 
lL-«tt*-Oft**|HJ:b$:v»a*, »l4^£#(g1-ft 
(4\ SfiL<l±tML-6-C*4. ^ffcftlCtt, IL-607 

If, WHAT IF (Vriend et al.,J. Hoi. Graphics (199 
0) 8, 52-56) £fflv>T-?-co-;£|fji£^jSl]U ?f>C 

[0 0 5 8] mWKWteT < /WLjmi&TBLfzfe, H 

mtLr, mmifrn&pcR (#■ ) y > 
r^->3>) vitc j; o r 5 yg^fi&£*t£ <fc i izgtm 
zmx-rzztizxtt)^ iL-6&g£ft:£:3- Ki-^jtfs^- 
^f hti%o ztiz&mtzfccxmm ^na^ * * - u 

izm\:x\L-6?kmfcZft2>z ttfx^& a il-6&^#:<7> 

Mrfafflt Ltli, Brakenhoff et al., J. Biol. Chem. 

(1994) 269, 86-93, JWSavino et al., EMBO J. (19 
94) 13, 1357-1367, W096-18648,W096-17869 

[0 0 5 9] *f&^-e«ffl?tL^.IL-6gP^-/f- KXI4 
IL-e^rSfrSE^^^ KI4, IL-e-S^afe^vMilL 
-6iO*S£-ffi14£#L, S.oiL-60^^fl<jffi14^f5Jt 
L&^K-C&£ 0 BP*>, IL-6Sr>^-7"-f- KXiilL-6$ 
#^^7^ KlilL-6S$#:X!±IL-6^^L, Z-ix 
f>^M*E-r^CtC<t 0 IL-6<7)IL-6S§^0*S^^# 
^W(;ffl«1-^,o -eofcNP:, IL-6^£tl*lft?S14£fcii 
L&v>f.:tf>, IL-6U«t^.->^^^eit : &JIif-r-l.o IL-6 
gC55-^^ KX(ilL-6S##:gr>^-7 P ^ Kti, IL-6XI4 
I L-6g##:0 T 5 / miE^iJ I- is ^ T I L-6 i: I L-6^fr i: 
™g^U^fc>&^i£o-gBXt4£gB<D7 3 y^E?iJ^P> 
tth^v'^- YX*>Z> 0 c<oi o &^7> Fi4, ii-^10- 
80, 4Ji L < (420-50, i*)ffiL< I420- 40«<D7 5 

[0 0 6 0] IL-6SI5^7°^ KX!±IL-65:##gB^7" 
f- K«t, IL-6X(4lL-6$##:cor 5 J &W$\\\Zi5^X , 

\L-%t\L-^§:m-^t<r)^\z%t>i,m.m^m^. -eo 

:tW^„ I L-6SB55^ ?+ K3l<4 1 L-6^i$-U^ 
[0 0 6 1] IL-6SP^7'-f" K3H±IL-6$^#ffl5^y 
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j£l991^UE«073ftUi£i;T*fxJf Hffl^-ffiffi 
t LT(±, 0iJxli'*«}§»U^?§14'C*^^frlc-&fiS; 

MLt7 5 y»4C*3l*»<bN*Ji*lfiIO)H#U 1 7 
5 ytt-fott-£$*4Rlc.fc»»±Ktt*Lfcr $ yg£ 

Y<Da -7 5 y*0«fS«»Srttl»$*-6R 
Ic-SrXSlUiNIOil-f wtUJ: 19, ^-/f- K«*#ft$* 

10 hmSL&nW&lzZ OBoc £tfinoc?£tZ;*:BIJ£*l£ 0 

[0 0 6 2] COiTtzLTBWt-ti^^Kt^ 

£0 Kff t<OWBffRj£4-(4, Boc ft-eii7 7ft* 

«XI4 PJ7Wn^ ? X(±FmocftT- 
(4TFA SriiSfl9v^^ titfSi, Boc £-C(±, m*-l£ 

y -y itfcm* -e±fe«»^ -t*^ k»« * r - v - *#«e 

19, ®.s<-f^- h'tmbtiZo Fmocft-Cii, 011 £ If 

20 TFA >f T?±E t m«0»f^TBl«IIR)£.a ^ r f - K« 

[0 0 6 3] fffbflTtJfi^-r-f- KJi, HPLC^jgffl-r^.- 

t tc J; 19 S8ts:t«Jl. 0 *<Dmmiz&tz 

nv^77< -0 7'd7t -f ;K0kf — ^ t-ISSi"^® 

Ltz-^-ff- KBB^Uov^T, ^^^^ hn/^*fUJ:-& 

JO *U <£ *) mfc-tZo IL-6BP^7'^ KS.y ; 'IL-6SSft:gC 
5^7^ KO*#0IJf±, #H¥2 -188600, 7- 
324097, #Ba¥8-311098£^*ffl#!f-£«US 5210075 

[0 0 6 4] 2. IL-67 > g J'-X b <7)rStt(7)tgIg, 

$ tT.^. IL-67 > ^;X|- OflHtOfHi 

If, IL-6'fRff14«l))jaMH60.BSF2 IC IL-6=Sr^*D L, IL-67 

40 fc, IL-65:S'»:f§^l^iB&t:•^ ) ^U266^cWL ,25 

i:j§*aSO^i8lL-6 ! Sr??5iOL, RB#IC IL-67 > ^ r^- 

^ h^spi., ^-e^HF-^mmmizm^Lfz'^ \mm\t 

-6*mfcirZ>Ztl,z£ 0, fFffi-ftLlf <fcv> 0 
[0 0 6 5] 3. ^j»a*OitB 

ffiffl $ *t-5 IL-67 ^^Fi> fitHS-?-^ t*T-T ffi 
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fc*»i:B-ojSil t f 1 1/ > y't 4 c 1 1: J: 0 Hi? 
[0 0 6 6] fftjfiO*jfc«US^S*L*J:^u, StlL-6^: 

tlX^&Ztfrb, StlL-6SSft:tfi;#:#OIL-6T > * =f 
[0 0 6 7] 4.^g^K^JU£MM 

*ti, — HKo^fl^l kg* *9 0.01 mg tf^lOO mgO 
ftltllftL^o *&VM4. &M$>ti 1 -1000 mg . 
fff K(i5 -50 mg Oj£#SSr«^- £ & 0 
[0 0 6 8] *«WO!S^ WftW^^feft^HFtfctt 

MliS7^7^> (HSA ) . v^^h- 

[0 0 6 9] «ffl*it*«jin»tt,-«aui6tr±iEo 
asttattffi. «tt¥#»Mfe. -sfcrdKife, ruf-tt 

[0 0 7 0] 

[Xlfcffl] BUT, IMrWiJitfltiltWUJ: *)# 



(10) 0-324639 

18 

V^^fiU (Mycobacteroium butyr icum) <0$z;:$|?Elij £ 
2.5mg/ml t 4 4 J: o CiOitfUPlt Lfcf^ C57BL/6 
SJi14^>M^<7>0.2 iilt&Tffi*tUraa[«f^*lT 
o7t 0 14B^tc^.3aa^tS7KU.^iSL^10 mg O^n/s^ 

■ 7'f 'J ^ A (Mycobacteroium butyr icum) 
OteKWE**. t«7 7 h/^y K (foot pad) i:jSTtt 
•tLTRJStKBLfco 2«B»i:S6(07 7 h/<* K 
70 (foot pad) U **«>**»6*>Sfc$4:L 

[0 0 7 1 ] W16-1tt#tttjtiKfl8fti:Pii^u 1 ElO^O. 
125 mg, 0.5 mg*&vMJ2 mg*BUttrt&#Lfco ^> h 
n-^»i:ii>fv^>f y^fwj ct?*S7 7 HgG (KH- 
5) Sr, Sfc, JBftL4^ofc^^x»tc(i^aiW«« 

&o StSiJgft B 1 HMR16-1 *$c5-ir2> ztiz**), m 

[0 0 7 2] ##0U1. h pJj#aiL-6$g#:Op^ 
20 Yamasaki h<T>1i : fc (Science (1988) 241, 825-828 ) U 
{£v^#fbttfc1L-6SS#:£ K1-^cDNA^^tf7 0 ^X 
^ KpBSF2R. 236 i fflv^T, PCR ffiC £ *9 oTi#f£ I L-6§# 
#*fl?*Lfco 7 7X^ KpBSF2R.236S:»JK»S5Sph I 
XffiltL-X, IL^S2?#cDNA*f#. Cltl£mp18 (Amersh 
am£) CtfAlfc IL-6$##^DNAt~X h K>£ 

v^T. >f >tf FD^-^yx^yXyXfA (Amersh 
amt£) UJ: *K PCR ft"CIL-6S:##cDNAU|E*«:*AL 
fco ClOftftUJ: <9X h 7 7°n K>^ ? T^ 7^345 <0ft 

[0 0 7 3] dI?#14IL-65:#*cDNA^CH0 JBR-Cfiai- 
-5>fci6tC, 7 7X ^ KpSV (Pharmacia fi) 

^7X^ KpSVL344 ^t#fc 0 dhfrOcDNA^^-tr^^ 
KpECEdhfrdHind Ill-Sal I XtyWi Ltz PTiSte IL-6 
$$#cDNA«:Jf At, CH0 ^Bflaf&^^^X^ KpECEdhfr 
344 SrW^io 10^g 07 7X> KpECEdhfr344 ^dhfr-C 
(Urlandet al., Proc. Natl. Acad. S 
ci. USA (1980) 77, 4216-4220) *7 * 

40 YitW& (Chen et al., Mol. Cell. Biol. (1987) 

7, 2745-2751 ) {ZX , h7>^7x^M/: 0 Y ? 
y^y^^h LtzCHO SBS&^ImM >f)\s9X 10% Jt*f 
FCS . lOOU/ml O^- > jo J:tKl00 ^/ml <7)*h\s 

aBJS«L7to 
[0 0 7 4] SiR$*LfcCH0 «BB&*l©##flST^ ^ 
-->^L, *-<7)CH0 /fflie^D->S:#^:o -OCH0 
/fflfla^o->S:20nM-200nMOaiflCO> h b U^r-fc- h 
(MTX) "CifipSU V: h pJi#14lL-6S#*^^CH0 fflflg 
50 tt5E27S:»^o CH0 »#5E27 ?r 556FBS ^r^tf^xa- 
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^atSEy^^3**« (IMDM, Gibco S) T-*#L7to 
**±i* 5r0J|XLx *«±» + O *T 1 L-6**#0» 
J$£ELISA [ZXMmLtZo 

[0 0 7 5] »#fflj2. b hffilL-^ffifrOHIi 
10^g (Hirano^>. Immunol. Lett., 17:4 

1, 1988 ) S:7D>f>h^7va/Ohi:ttt:BALB 

/cv^xmi, Aid* utt i L-eetff^m t^it 

-vfflJ}g^P3U1 ti»>frS*7to 'W^'J K-vSrHAT^ 70 
*iftS:fflv*40i h<Dj5 : & (Select ive Methods inCellu 
lar Immunology, W. H. Freeman and Co., San Franc isc 
o, 351, 1980 ) Utfco-CWRU HL-6fii#S:I4 

[0076] t: haiL-6a:#4rai^-r*/\>f K-v 

&fc> V ifti^'J lf-;H8096^:v>f ^ n-7°W- h 

(Dynatech Laboratories, Inc. SS, Alexandria, VA) 
£0. IMcOcarbonate-hydrogen car bona te|iftf$ (pH 9. 
6) *TM00 fx\ O-V^-^^XIg (10^ l/ml, Cooper 20 
Biomedical, I nc^ Malvern, PA) izX <9 4 X2 "C— Bfcn 

T^y^ > (BSA ) t^trPBS HJ: lja«"C2 ^Wl 

L/sIo 

[0 0 7 7] ^*x£PBS Ti*i#-L£f£. 100 ^ I O'W 
?v K-^*±»*#^iPx., 4 tcr-ft^^r 
^-Rt ^l/-hS:ft*LT, 2000cpm/0.5ng/we 
1 1 1 J: d U 1 25 l*IMll*aiL-6*#^»ttlL, ft 
^L^f*#7tO^Wffitt5:^>^*^>^*- (Beckman 
Gamma 9000, Beckman Instruments, Ful lerton, CA) Tr 30 
81156 Lfco 216 BO/n^'J K-v*n->09t321B 

MH166-BSF2^W^tLfc 0 K'W 7 V, J K— A St 
IL-6fitft*!H166(ilgG1 fflOtT'^^f :/4:*1-4o 
[0 0 7 8] ov^\ IL-6tSfftt-7^^^/fyj K-T 
^n - >MH166.BSF2Srfflv^TMH166U < t ^/\>f K — 
voitJl^Hi'A*ftfS J tt«:H^feo MH166.BSF2*ffi!i&£ 
1 X10V200 ^l//t^^J;^:MU -*UiMH166 
tfLi^i^ts^yf^im^ 48B#WS«U 15.1Ci/mM 40 
0 3 Hf-^ v> (New England Nuclear, Boston, MA ) £ 

;U^-^-/>?-_tt-^^^ (Labo Mas 

h Science Co., Tokyo, Japan ) "CjiiLfco n > h n 
-)Vt LT^^^JtlL-efit^Srfflv^Co ^0|g*> MH16 
6 tfc#lilL-6UJ: ^K*^tLAMH166.BSF2^B&co 3 H^^ 

MH166 ^#filL-60ft1t*^*Pi-AC:^:^ib^t^o 

/Co 

[0 0 7 9] Itgll hgLlL-6$gfrStff:<OWg 50 
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Hirata^O^ffi (J. Immunol., 143:2900-2906, 1989) 
iZX ^f^LfetnllL-6fit#Mri8S:CNBrtlJ: »9iS1tft$"^ 
tz-fcy r n — x 4B (Pharmacia Fine Chemicals®*, Pise 
ataway, NJ) t : <tM<T>Wn\Z Lfc**o T«f#»-*. IL-6 
P-fc:/*- (Science (1988) 241, 825-828 ) £fill£L 
fc 0 t: b ^ Jin--r$fflBai*U266Sr1%v^b-> (Wako C 
hemicals?!0 , 10mM h iJx^y-;i/7 ^ > (pH 7.8) £ 
J:t/0.15M NaCI Sr^tHmM p-'^T ^ 7 y 9 > 

X)Vy *-)Vy)Vjr? 4 K/\>f Kn^n'J K (Wako Che 
micalsS) (v'^rb T^jfrffc U -b^ru 
-^4Blf«-Xi:*(f#$-*fciiT18tt:#i:a-frLfco -to 

7t^O»»ffi»IL-6SS#:4: Lfco 

[0 0 8 0] BALB/c^X£3 X10 9 1I<7>U266*fflJI&^ h 
|#7t:±fSa r ^ffl^lL-65#^10Bi5^ti4 Hft*U 

•Kfrb<n^4-fV K - ^*&#_Ly» * TIBO*ffi(i r I L-6 
**#^Ott>frfttt*P^fco 5 X10 7 «C0U266«£ 
35 S -^^^-^> (2.5mCi) -TrlMftU ±Ey*h-> 
«»ffi-enT*ffc L fco L ^U266fflm*0. 04ml #s 

L> -f-O^, h->8f«t'6 Ei5fei#-U 0.25ml 0 
v^h-^aaffffi (pH3.4 ) lz±V)**S -*^*-ym 
«IL-6$##:S:SEUiS^ 0.025ml 01M Tris (pH 7. 
4) "C+flLfco 

[0 0 8 1 ] 0.05ml<7V^:/'j K--^#±if £0. 01ml 
cOProtein G -tr-7 r n-X (Phramacia SO US^L 
>c 0 Sfc»L*:f£, -f7rn-xS:±lB-CWJ8L^0.005m 
I co 35 S WM\L-6^mmUmt t i>{Zj >*i-x- h L 
Ttio ft*jt*«»R«rSDS-PAGE-Cfl-«fL, IL-65:#^^R 

ij K-^PM-1^^^$tt^JS:#:i±. IgGI ^I^7 t ^ 

[0 0 8 2] "/^ K - "^PM-1 tfMtkir & ^#co t: h 
IL-6S#*U^i-^IL-60^ia#?|§f14^t: Kxn- 
-7«^U266Srfflv^TSB^^o k h *i»ffllL-6^^:m« 
X^om^L (Hirano'b, Immunol. Lett., 17:41, 1988 

) , #frh> (New England Nuclear, 
Boston, MA) ^J:*) 125 I MMLfz (Taga, Tetal., 

J. Exp. Med. (1987) 166, 967) 0 4 X10 5 10OU266 

»*ioo fem<o&m*imm\L^<7>jf&Tx*m&iz 

1 70% (v/v ) ^O^J K-^PM-1C0^# 

±i»S:14000cpm(7) 1 25 I «»IL-6fc t 4> H** L^ G 70 
fi \ <D^-yy'^^AQ0 fji\ (D-*4 9U7a--*j#*)x.+ 
U>^i-ytl300 fx \ OFCS _L(Cfi^L, JS^oa, 
IB»JiOttftHStt*«!5gLfco M^J K- 

pm-1 h iiimi > i L-60 1 L-6$^f$ izttir %> m 

[0 0 8 3] ##0IJ4. L-6$$<tttttOB8 
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Saito, et al., J. Immunol. (1993) 147, 168-173HIE 

^CHO ^^^lOJFCS^^trlMDM^ft^-e^L. ^Oig 
#±^^^-r^XpT-i§14lL-6S#^RS12 (±ISSaito, e 
t al#HS) tAffigel 10^;u (Biorad) U@5eL*:7"7 
^ -f* A«rfflv^T^^XpTi#14lL-6S#j*^ffi 

[0 0 8 4] ?#^n^T^^pTi#14lL-6S:Sff50^g £ 

45BEU^ y h£/S3SU *OJMBJl&ft2 X10 8 ®£1 
X10 7 107^ ^n--7*ffljj&P3U1 h50% <7)PEG1500 

M&mtfcfe, HAT JgJfcKtvWv^J K— 

[0 0 8 5] ^^jt^ *7 h IgG (# £ n 

^■Wv x IL-6$##:#ttei3 J: LKT ;^'J7^7T 

* x mm i L-6$#fru*i--t & i me-.-? wrv 
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->£MR16-1 t^ftltfco 

[0 0 8 6] :O^^r , JK-^ ? l±t>2)Slft<07'!; 
X I L-6<7)**R{3i tC & tt & *f Ofett £MH60. BSF2 « 

(Matsuda et al., J. immunol. (1988) 18, 951-956) 
£fflv>£ 3 H^ v XVW&fr-em^fZo 96^;l/-7 0 V- 

M1MH60.BSF2 $ffljfe£l X 10 4 IB/200// 1/^ j. ^ t & * 
ilCISl^o :OT^l/- Ml10pg/ml <7>vy*lL-6 
<h MR1 6-1 jffifr £ I*RS1 2#l# £12.3-1 OOOng/m I * JO X. 
T37t\ 5X C02-e44^BB*ff L/if^ 1 /«Ci/ *7=.)V<r> 
10 3 H^ * v >£Snx.7t 0 4 B#Pflf£C 3 H?^ v >^>IM^ 
fflheLfco -eo^^MR16-1J/L#:liMH60.BSF2 ^3&0 3 H^ 

MR1 6-1 ^j^f £ fcmt , I L-60 1 L-6-t#j* Kit* -6 
^ £ HMM" « - b **m h frt tt o tz o 
[0 0 8 7] 

*$tWlZ±t), 8tlL-6««fl«L#:»01L 
**^StL3to LrtuFoT, IL-6T > ? rf~X h 

aibfi, -sfr^RjJE, «tt¥«i»^, asttaft*. « 
[mi] Hitt, mmmmfttmmzm^i&S'Ltz 



1] 



125 



100- 



cn 
S3 



50- 



25- 



p<0.001 



p<0.05 

j: 



p<ooot 



p<o.ooi 



KH-5 MR16-1 MR16-1 MR16-1 
2mg 0.125mg O-Snrtcj 2mg 



-12- 



7U> b^ — /Oil 



(13) 



#iifl¥l 0-324639 



(51) Int. CI. 6 
// C 0 7 K 16/24 
16/28 
C 1 2 P 21/08 



F I 

C 1 2 P 

A 6 1 K 

C 1 2 N 



21/08 
37/02 
15/00 



-13- 



